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DRUGS FOR MENTAL DEPRESSION 





The experience of the past year has confirmed the value of imipramine 
(Tofranil - Geigy) as the drug of first choice in the treatment of severe mental 
depression (The Medical Letter, 1:65, 1959; 1:77, 1959; F. Freyhan, Am. J. 
Psychiatry, 116:1057, 1960). Other drugs — hydrazine derivatives which inhib- 
it monamine oxidase (MAO) — have also been used successfully in many cases. 
These include phenelzine (Nardil - Warner, Chilcott) and isocarboxazid (Mar- 
plan - Roche). A third MAO inhibitor used in the treatment of depression, ni- 
alamide (Niamid - Pfizer), appears to be less effective than Nardil and Marplan. 








A precise comparison of the various drugs is impossible, since adequately 
controlled studies of the drug treatment of depression are rare. Some studies 
appear to be overenthusiastic in their evaluations of particular drugs because of 
an apparent failure of the investigators to realize that most cases of mild depres- 
sion, and many of severe depression, improve spontaneously, especially under 
the influence of a good physician-patient relationship. On the other hand, not all 
investigators agree that the drugs have much usefulness; thus, M. J. Keith, et 
al. (Am. J. Psychiatry, 116:745, 1960) say: ''The results have in the main been 
extremely disappointing.'' Nevertheless, Medical Letter consultants agree with 
most investigators that the drugs frequently relieve the more severe depressive 
syndromes and reduce the need for electroconvulsive therapy. They are ineffec- 
tive in some cases, however, and they must be used with caution. 








CHANGE OF DRUGS - Although some clinicians have advocated simultaneous 
administration of Tofranil and a hydrazine drug, such combined therapy is rarely 
necessary and it may result in serious complications. If one drug is ineffective, 
however, another will sometimes give good results. Since Tofranil is excreted 
rapidly, once dosage is discontinued a change to a monamine oxidase inhibitor can 
be made in two or three days. On the other hand, the hydrazines are less rapidly 
metabolized or excreted, and an interval of two to three weeks should be allowed 
before a switch to Tofranil. (The difference in duration of activity is an added 
reason for starting therapy with Tofranil; if it is ineffective, a hydrazine can be 
substituted after a brief interval.) 





In general, serious side effects with the antidepressant drugs are relatively 
infrequent, and considering the gravity of the depressive syndrome, they are sel- 
dom a contraindication to therapy. Nevertheless, the physician should be aware 
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of the risks. Tofranil occasionally causes disturbance of motor function, a haz- 
ard especially in the aged. All of the drugs have hypotensive effects which can 
be serious in the elderly and in cardiac patients. Other side effects of Tofranil 
include increased intraocular tension, cholestatic jaundice (similar to that caused 
by chlorpromazine), tremors of the extremities, skin eruptions, a mild parkin- 
sonian-like syndrome, cardiac arrhythmia and, rarely, agranulocytosis. Side ef- 
fects attributed to the hydrazine drugs include agitation and muscular weakness; 
acute liver necrosis, such as has been observed after the use of iproniazid (Mar- 
silid), appears to be much less likely with the newer hydrazine analogues, but it 
may nevertheless occur (A. L. Scherbel, Arch, Int, Med., 107:37, Jan. 1961). 





DOSAGE - In employing any potent antidepressant drug, the physician should 
keep in mind the great variability of effect in different patients and in the same 
patient at different times; some failures with Tofranil may be due to improper 
dosage schedules. One Medical Letter consultant who has had a great deal of ex- 
perience with the drug recommends a starting dose of one 25-mg. tablet three 
times a day, increasing the dose by 25 mg. every two days until a maximum of 





250 mg. daily is reached. In more seriously ill, hospitalized patients, parenteral 


therapy may be employed. Whether Tofranil or a hydrazine is chosen, it should be 
administered in the recommended doses for a trial period of two to three weeks. If 
it is not effective within that time, longer trial is not likely to be worthwhile. 


In less severe mood changes or in psychoneurotic or senile depressions that 
do not respond to office psychotherapy, such drugs as the amphetamine deriva- 
tives may be tried. These drugs cannot, however, be effectively substituted for 
Tofranil or the hydrazines in severe mental depression. 


CAUTIONS IN THE USE OF ANTIDEPRESSANT DRUGS - Because Tofranil 
and the hydrazine derivatives may produce postural hypotension, syncope and, 
rarely, congestive failure, they should be used with caution in elderly persons 
and in patients with coronary-artery disease. To help control the dosage sched- 
ules, the physician should take the blood pressure with the patient in both the ly- 
ing and standing positions on each visit. Before administering a hydrazine deriv- 
ative, a serum transaminase test (SGOT) should be performed and the test should 
be repeated at intervals of about two weeks while the drug is being administered 
to disclose any hepatocellular changes. 





Tofranil should be used with caution in the presence of glaucoma because of 
its reported atropine-like effect (E. M. Caffey, Jr., et al., Medical Bulletin No. 
6, Veterans Administration, Sept. 12, 1960, p. 12). Because of their potentiat- 
ing effects, the hydrazine drugs should be used with caution in association with 
alcohol, ether, barbiturates, procaine, thiazide drugs, ganglion blockers, and 
phenylephrine. 





It must be emphasized that it is hazardous to undertake the drug treatment 
of a severe depressive syndrome without psychiatric assistance. In view of the 
excellent results obtained with the drugs in many cases, electric shock treat- 
ment should generally be considered only if the drugs produce no improvement 
within two or three weeks. Shock treatment is now the preferred initial therapy 
only when there is a serious suicide risk, 


10 








La) 


2 a toh tt 2 6am OCUte Gt ote 





ex- 


2ral 
d be 
s. If 


at 








——— 


PROTEOLYTIC ENZYMES AS ANTI-INFLAMMATORY AGENTS 





The AMA Council on Drugs (JAMA, 172:701, 1960) recently reviewed the 
available clinical evidence pertaining to the use of buccally and intramuscularly 
administered streptokinase-streptodornase (Varidase - Lederle) for the treat- 
ment of edema associated with inflammation or infection, and concluded that the 
usefulness of the drug by these routes had not been established. A review by 
Medical Letter consultants of the literature on other anti-inflammatory proteo- 
lytic enzyme preparations administered orally (Chymoral - Armour; Orenzyme - 
National), buccally (Parenzyme B-Buccal - National; Chymar Buccal - Armour), 
or intramuscularly (Chymar; Enzeon - Breon; Parenzyme) leads to similar con- 
clusions. 








CLINICAL TRIALS - Clinical use of these agents has been extensive and 
many favorable results have been reported. The validity of the findings must be 
questioned, however, since the studies have been uncontrolled or inadequately 
controlled; furthermore; the experimental and pharmacological basis for the use 
of proteolytic enzymes as anti-inflammatory agents is questionable (S. Sherry 
and A. P. Fletcher, Clin, Pharm. & Ther., 1:202, 1960). It is true that an ef- 
fect on a variety of inflammatory exudates by proteolytic enzymes can be demon- 
strated in animal studies, but only with parenteral doses ten to twenty times as 
large as those recommended for clinical use, and then only if they are given be- 
fore production of the inflammation. Under these circumstances, fibrin and other 
insoluble or gel-like aggregates forming in the inflammatory zone can incorporate 
the necessary enzymatic factors capable of hastening their resolution. When the 
inflammation has been established in the animal before the systemic administra- 
tion of the enzyme, similar effects have not been demonstrated. Thus, an ex- 
perimental basis analagous to the usual clinical situation does not exist, since in 
practice the enzyme preparations are most often used to influence a previously 
established inflammatory exudate. Severe allergic reactions to both intramuscu- 
lar and buccal preparations have been reported. 








BENEMID, ANTURANE AND FLEXIN 





All patients who have tophi or chronic gouty arthritis should be kept on main- 
tenance doses of uricosuric drugs. By virtue of their renal tubular effects, these 
agents increase the output of uric acid in the urine, lower the serum urate levels, 
and reduce tophaceous deposits. Persons who get gout in early adult life are most 
likely to develop tophi or chronic gouty arthritis; it is probably advisable, there- 
fore, for them to take the drugs as prophylaxis against chronic and acute gout and 
the renal injury which is lethal to almost half of patients with tophaceous gout. 
(Uricosuric agents are not, however, useful in treating acute attacks. The use 
of colchicine [one to three 0.5-mg. tablets three times a day] as prophylaxis 
against acute attacks is advisable during the early months of treatment with uri- 
cosuric drugs. If colchicine proves ineffective, phenylbutazone [Butazolidin - 
Geigy] or ACTH can then be tried.) 


The incidence of uric-acid urinary stones is higher in gouty than in normal 
persons. Since uric-acid crystalluria can cause renal disease and death from 
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uremia in gouty patients even in the absence of urinary calculi, liberal fluid in- 
take and low initial dosage of uricosuric drugs are generally recommended. 


CHRONIC GOUT - In the treatment of chronic gout, probenecid (Benemid - 
Merck) has had long use and has proved to be an effective and safe agent. Small 








doses (as little as 250 mg. daily) may be effective in reducing serum uric acid a 
in non-tophaceous cases; in tophaceous cases the drug is usually effective in dos- . 
es of 500 mg. twice a day; it occasionally fails, however, even with doses of 2 E vol. 


Gm. daily, chiefly in the presence of advanced renal disease. Two new urico- ; 
suric agents — sulfinpyrazone (Anturane - Geigy), an analogue of phenylbutazone | 
and zoxazolamine (Flexin - McNeil) — are now available with action similar to 

that of Benemid. A few patients unresponsive to Benemid respond to the newer 
agents. With any uricosuric agent initial dosage should be small, with the se- 

rum uric acid level serving as a guide to subsequent adjustments. The drugs are 
best taken in divided doses, two to four times daily. Suggested started daily dos- 
ages are: Benemid, 500 mg.; Anturane, 200 mg.; and Flexin, 125 mg. (Where 

none of the drugs taken singly is effective, combined therapy with two of them 

may be worth a trial.) 


SIDE EFFECTS - Drug rash occurs infrequently with Benemid; gastrointes- 
tinal intolerance is rare and itis easily overcome if the drug is taken with food or 
an antacid. One authority reported that he had never had to stop treatment with 
Benemid because of side effects (J. H. Talbott, Arth, & Rheum., 2:182, 1959). 








Side effects thus far reported with Anturane include gastrointestinal intoler- 
ance, renal colic and urticarial reaction; with Flexin, gastrointestinal discom- 
fort, urticarial reaction and possible hepatoxicity. Phenylbutazone occasionally 
induces serious bone-marrow toxicity; though no cases have yet been reported 
with sulfinpyrazone, the similarity of the two drugs suggests the need for caution. 
The newer drugs may prove to be as safe as Benemid, but until experience is much 
greater there is no compelling reason to substitute either of them for Benemid as 
the uricosuric agent of first choice. 


EFFECTS OF OTHER DRUGS - Aspirin in doses of 5 to 6 Gm. daily is about 
as effective a uricosuric agent as 500 mg. of Benemid daily, but the need for 
such large doses makes its use generally inadvisable. Smaller doses of aspirin 
have a reverse effect, and as little as 0.6 Gm. per day can counteract the effects 
of other uricosuric agents. For this reason aspirin should not be used for the re- 
lief of pain in patients on uricosuric drugs (acetaminophen and phenacetin can 
safely be used in moderation). Most diuretics, mercurial as well as thiazide, de- 
crease uric acid excretion and may even precipitate gout. Drugs used in cancer 
chemotherapy may also increase serum uric acid and precipitate gout by increas- 
ing the synthesis of uric acid from destroyed tissue. 





A new combination drug, Triurate (McNeil), includes 100 mg. of zoxazola- 
mine, 0.5 mg. of colchicine and 300 mg. of acetaminophen. It is seldom neces- 
sary to use all three drugs simultaneously. When all are needed, they should be 
prescribed in effective doses, according to individual needs. When prescribed in 
quantities of a hundred, Benemid costs the patient about 11¢ per tablet (500 mg.); 
Anturane, 11¢ (100 mg.); Flexin, 12¢ (250 mg.); and Triurate, 13¢. 
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